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IN THE CLAIMS 

Claims presented previously and new claims added herein are presented below 
with parenthetical status notations. An instruction line precedes each claim that is amended or 
added by the instant paper. 



Please amend claim 1 as follows: 




1. [CURRENTLY AMENDED] A process for detecting threonine 
or serine kinase activity in an immunoassay comprising 



the following otcpa : 

a) providing a threonine or^serine kinase substjra_t_e 
protein or peptide comprising the sequence motif 




-Z-X-Y or -Y-X-Z- 
wherein 

Z « threonine or serine 



X a a sequence of amino acids, preferably 

between 1 and 1000 amino acids, which may be 
the same or different 

Y =» phospho- tyrosine , pho spho - thre onine or 
pho spho - se r i ne j_ 
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aa a oubatratc - for threonine or -serine kinaac, 
oaid protein e>r peptide being pre phoophorylatcd 
at the Y pooifcion; 

b) incubating the protein or peptide with a 
phosphate donor and a threonine or serine kinase 
to form a protein or peptide which is 
phosphorylated at positions Y and Z? 

c) adding an antibody having a specificity to a 
peptide or protein which is phosphorylated at the 
Y and Z position; and 

d) detecting the threonine or serine kinase 
activity. 

2. [ORIGINAL] The process according to claim 1, wherein 
the phosphate donor is ATP, GTP, or a synthetic 
cosubstrate . 




3. [CURRENTLY AMENDED] The process according to claim 1, 
wherein the immunoassay is performed as a direct 
binding immunoassa y, preferably a homogono&up - di - rcct 
binding immunoaooay , 
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Please amend claim 4 as follows: 



4 . [CURRENTLY AMENDED] The process according to claim 3 , 
wherein a labollc d said peptide or protein a - a used 
^further comprises a oubotratc m olecular label . 





Please amend claim S as follows 



5. [CURRENTLY AMENDED] The process according to claim 3, 
wherein a labollc d said antibody 4?3 use d further 
comprises a molecular label . 




Please amend claim 6 as follows 



[CURRENTLY AMENDED] The process according to claim 4, 
wherein 4* hr. peptide /protein or antibod v said label is 
■ InhfillQd bv a elected from the group consi s ting of a 
luminescent tag, a radioactive marker, a reporter 
enzyme^ ea =and an affinity ligand. 





Please amend claim 7 as follows: 



7. [CURRENTLY AMENDED] The process according to claim 1, 
wherein the immunoassay is performed as an indirect 
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binding immunoassa y, preferably a homogenous indirect 






Please'amend claim 8 as follows: 



[CURRENTLY AMENDED] The process according to claim =hr 
wherein- a labelled ligand which io phoaphorylatod at 
ita Y -- and S position (bio phoaphorylatod ligand) — 
added to compote with the - protein or peptide which io 
phoaphorylatod at its Y and B poaition (bio- 
phoophorylatcd ligand) — ge y - binding to the antibody. 2 
further comprising; 

e) adding a competitor protein or competitor peptide 
comprising the sequence motif 

-Z'-X'-Y 1 or -Y'-X'-Z'- 

wherein 

Z r - phospho- threonine or phosBho- serine 

X' « a sequence of amino acids, preferably 

between 1 and 1000 amino acids . which may be 
the same or different 



NY02:452347.1 



Received from < 212 408 2501 > at 8/5/03 11 :31:23 AM [Eastern Daylight Time] 



M 



AUG 05" 2003 11:24 FR T5PKERB0TTS LLP 212 408 2501 TO 044368070 1 8080 1 4 P . 07 

AP33451 070180.0144 
PATENT 



phoapho- serine - 



phospho- threonine or 




9. 




Please amend claim 9 as follows: 



[CURRENTLY AMENDED] The process according to claim 8, 
wherein the bio phoophorylatcd ligand io ■ labelled 
b vcompetitor protein or competitor peptide further 
comprises a label selected from the group consisting 
of a luminescent tag, a radioactive marker, a reporter 
enzyme^ ea »and an affinity lcgcn d tag . 




10. [CURRENTLY AMENDED] The process according to claim 9, 
wherein the liqand competitor protein or competitor 
peptide comprises the amino acid sequence of SEQ ID 
NO: 4 -3 such that said sequence motif is 

-Y'-X'-Z 1 - 



wherein 

YL_is phosphorylated at amino acidp T yr 5 and 7, and 
particular io of SEQ ID NO: 4 that 3^ 
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X' is Pro 6 of SEP IP NO: 3, and 

Z| is phosphorylated at amino aei - do 5 and T hr 7 and 
h^ g it , TAMKA AKElA at the carboxy ■ torminuo. of SEQ 
ID NO: 3. 




Please amend claim 1 1 as follows 




[CURRENTLY AMENDED] The process according to claim 1, 
wherein the anaav aaid d) detecting threonine or serine 
kinase activity is performed ao a achieved bv 
fluorescence immunoaooay detection . in particular a 
fluorescence pol ar i zat io n immunoao aa v analys is , —at 
fluorescence correlation opcctroocopio 
^&ea vBpectroscop v,-a fluorescence resonance energy 
transfer aasa y analvsis , or-a fluorescence intensity 
distribution a s ga y analysifi ■ 





Please amend claim 12 as follows: 



12 . [CURRENTLY AMENDED] The process according to claim 1, 
wherein X in the sequence motif comprises proline or 
glutamate or glycine or combinations thereof . 
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Please amend claim 13 as follows: 
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13, [CURRENTLY AMENDED] The process according to claim 1, 
wherein the threonine or serine kinase substrate 
protei n, or peptide provided is selected from t he group 
consisting of the active site loop of_ JNK1 , the active 
site loop of e*r2 . and the active site loop of 

JN K3 protein. 3 ^ 





14 > [CURRENTLY AMENDED] The process according to claim 
t k v wherein the threonine or serine kinase substrate 

"3 v protein or p eptide provided includes scquoncoo 
/ <J^ -IHnrH-.innl to thoo o is selected from the group 



3 



consisting of JUKI, JMK3-2 , e^and JN K3 active pito 
loop . 3 ■ 




15. [CURRENTLY AMENDED] The process according to claim 1, 
wherein the substrate protein o r substrate p eptide 
comprises the amino acid sequence of SEQ ID N0:2 such 
that said sequence motif is 
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-Y-X-Z- 



wherein amino acid S 



Y is phnaphnTyiar.grf^ Tyr 5 of SEP ID NO: 2, 



X is Pro* of SEP ID NO:2, and 



Z is Thr 7 of SEP ID NO:2 




16. [CANCELLED] 





Please amend claim 17 as follows: 



17. [CURRENTLY AMENDED] The process according to claim 1, 
wherein the incubation of the protoi - ia threonine or 
pcptidc serine kinase is carried out in the prcoencc of 
a threonine kinase. 



Please amend claim 18 as follows: 




18. [CURRENTLY AMENDED] The process according to claim 
17, wherein the threonine kinase is a mitogen- 
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activated protein kinase kinas e (MKK) (also namod 
strcoo activated protein kinaoo kinaacj — SKK) ■ 




19. [CURRENTLY AMENDED] The process according to claim 
18, wherein the kinase is MK K7 (aloo named SKK4) , 7, 

20. [ORIGINAL] The process according to claim 1, wherein 
the antibody is a monoclonal or polyclonal antibody. 

21- [ORIGINAL] The process according to claim 20 , wherein 
the antibody is a polyclonal antibody. 




22, [CURRENTLY AMENDED] The process according to claim 
21, wherein the antibody is a polyclonal antibody 
specific for bis-phosphorylated-? — in particular active 
JNK. 

23. [ORIGINAL] The process according to claims 1, wherein 
steps a) to d) are performed sequentially. 
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24, [CURRENTLY AMENDED] A kit for detecting threonine or 
serine kinase activity in an immunoassay comprising 
the following components : 

a substrate as defined in claim 1 : and 

an antibody as defined in claim 1 ; and l^ 




25. [CURRENTLY AMENDED] The kit according to claim 24 




26- [CURRENTLY AMENDED] The kit according to claim 24 
further comprising a labelled ligand, preferably 
lnminnnnrmf.lv labelled licrandj - paid ligand competitor 
protein or labelled competitor peptide comprising the 
following sequence motif 
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■Z- K'-X' -Y 1 



or 



-tt Y X g 




s ^ threonine or acrinc 

X~-~-ct— ge^ucnce - of — amino acidov—p - r - cf crably 

between 1 att d— 1000 amino ao i do/ - which may b o 
the oamc or dif f create 

Y * tvroainQi - Y '-X'-Z'- 
wherein 

Z 1 = phoepho- threonine or phosoho- serine 

paid protein or peptide ligand being phocphorylatcd at 
the Z and Y pooitiono; 

X 1 = a sequence of amino acids, preferably 

be tween 1 and 1000 amino acids, which may be 
the same or different 

Y 1 = phospho-tYXQ9ine. phoapho- threonine or 
Bhfiapho- serine , 




27. [CANCELLED] 
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Please cancel claim 28 without prejudice. 



28. [CANCELLED] 




29, [NEW] A immunoassay for screening modulators of 
threonine or serine kinase activity comprising: 

a) providing a threonine or serine kinase substrate 
protein or peptide comprising the sequence motif 

-Z-X-Y or -Y-X-Z- 



A 



wherein 

Z = threonine or serine 

X = a sequence of amino acids, preferably 

between 1 and 1000 amino acids, which may be 
the same or different 

Y = phospho- tyrosine, phospho- threonine or 
pho spho * s e r i ne ; 

b) incubating the protein or peptide with a 

phosphate donor and a threonine or serine kinase 
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to form a protein or peptide which is 
phosphorylated at positions Y and Z; 

c) adding an antibody having a specificity to a 



Y and Z posit ion ; 

d) adding a test compound; 

e) detecting the threonine or serine kinase 
activity; and 

f) comparing the threonine or serine kinase activity 
in the presence of the test compound with the 
threonine or serine kinase activity in the 
absence of the test compound, 



wherein altered threonine or serine kinase activity in 



the presence of the test compound relative to 
threonine or serine kinase activity in the absence of 
the test compound indicates a modulator of threonine 
or serine kinase activity. 



peptide or protein which is phosphorylated at the 





Please add new claim 30 as follows: 
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30. [NEW] The method of claim 29, wherein a threonine or 
serine kinase inhibitor is indicated by lower 
threonine or serine kinase activity in the presence of 
the test compound relative to the threonine or serine 
kinase activity in the absence of the test compound. 



31. [NEW] The process according to claim 3, wherein the 
direct binding immunoassay is a homogeneous direct 
binding immunoassay . 



32. [NEW] The process according to claim 5, wherein said 
label is selected from the group consisting of a 
luminescent tag, a radioactive marker, a reporter 
enzyme, and an affinity ligand. 
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33, [NEW] The process according to claim 7, wherein the 
indirect binding immunoassay is a homogenous indirect 
binding immunoaasay . 



Please add new claim 34 as follows: 



34. [NEW] The process according to claim 10, wherein the 
competitor protein or competitor peptide further 
comprises 5-TAMRA-AEEA at the carboxy terminus. 




Please add new claim 35 as follows: 



35. [NEW] The kit according to claim 25, wherein the 
phosphate donor is ATP. 
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